Materials and Methods
Unless stated otherwise, reactions were performed in flame-dried glassware under an argon or nitrogen atmosphere using dry, deoxygenated solvents (distilled or passed over a column of activated alumina). Commercially obtained reagents were used as received. Reaction temperatures were controlled by an IKAmag temperature modulator. Thin-layer chromatography (TLC) was performed using E. Merck silica gel 60 F254 precoated plates (0.25 mm) and visualized by UV fluorescence quenching, potassium permanganate, or ceric ammonium molybdate staining. SiliaFlash P60 Academic Silica gel (particle size 0.040-0.063 mm) was used for flash chromatography. Analytical chiral supercritical fluid chromatography was performed with a Berger Analytix SFC (Thar Technologies) using a Chiralcel OD-H column (250 mm x 4.6 mm, 5 µm particle size, 2.0 mL/min flow rate).
Preparatory reverse-phase HPLC was performed on a Waters HPLC with a Waters Delta-Pak column (100 mm x 2 mm, 15 µm particle size, 1.5 mL/min flow rate) equipped with a guard, employing a variable gradient of methanol and water. ). High resolution mass spectra were obtained from the Caltech Mass Spectral Facility.
Optical rotations were measured on a Jasco P-1010 polarimeter using a 100 mm path-length cell. Diazabicycle S-1. 1,2 A flame-dried 1 L round-bottomed flask equipped with a stir bar was charged with oxidopyrazinium bromide 13 (12.70 g, 45.2 mmol) and acetonitrile (250 mL). The suspension was cooled to -20 °C in a Thermo Scientific NESLAB CB-80 cold bath. N-methylmorpholine (14.9 mL, 136 mmol) was added via syringe and the mixture was stirred until all solids had dissolved (10 min). A solution of acrylamide 14 (14.57 g, 54.1 mmol) in acetonitrile (350 mL) was then added and the reaction was maintained at -20 °C for 100 h. The reaction was then diluted cold in EtOAc (400 mL) and washed with water (2 x 300 mL). The combined aqueous layers were extracted with EtOAc (2 x 200 mL) and the combined organic layers were washed with brine (400 mL), dried over MgSO 4 , and concentrated under reduced pressure. The resulting crude orange-yellow solid was filtered through a plug of silica (CH 2 Cl 2 → 75:25 EtOAc/hexanes) to remove orange baseline material. Solvent was removed under reduced pressure to afford an off-white solid. 3 The crude solid was dissolved in a minimum amount of CH 2 Cl 2 (240 mL), and to this solution was added hexanes (300 mL) while swirling until the first crystals were visible. and THF (120 mL). A solution of N-acyl enamine 11 (2.35 g, 5.04 mmol) in THF (50 mL) was added at with dihydroisoquinolines 18a and 18b (0.082 g, 0.148 mmol) in methanol (2.9 mL), and the solution was cooled to 0 °C. Concentrated hydrochloric acid (0.018 mL, 0.216 mmol) was added via syringe followed by NaBH 3 CN (0.046 g, 0.732 mmol) added in portions, allowing for bubbling to subside. The reaction was maintained at 0 °C for 15 min, and then quenched with saturated aqueous NaHCO 3 (1.5 S9 mL) followed by CH 2 Cl 2 (1.5 mL). The cloudy white mixture was vigorously stirred for 5 min, then 0.2 N NaOH was added dropwise until the mixture cleared (6 drops). The biphasic mixture was extracted with CH 2 Cl 2 (3 x 10 mL) and the combined organic phases were washed with brine (15 mL), dried over The biphasic mixture was transferred to a 50 mL round-bottomed flask and the solvents were removed under reduced pressure. The resulting cloudy white residue was dried under high vacuum for 6 h, and then suspended in THF (7 mL) and cooled to -78 °C. Ammonia (14 mL) was condensed into the flask using a cold finger at -78 °C and lithium metal (0.0401 g, 5.78 mmol) was added. The mixture turned dark blue and was vigorously stirred for 2 min. The -78 °C cold bath was replaced with a -30 °C cold bath (MeCN/CO 2 ) and stirring was continued for 15 min. The reaction was quenched by the addition of methanol (5 mL) down the side of the cold finger and stirred for an additional 5 min. Solid NH 4 Cl (0.960 g, 17.9 mmol) was added in portions, the cold bath was removed, and the ammonia was evaporated under a stream of argon at room temperature. Water (10 mL) was added and the mixture was neutralized to pH 7 with 1.0 N HCl (10 mL). The solvents were removed under reduced pressure, and the resulting solids were dissolved in a minimum amount of water (1 mL) and filtered through a 5 g 
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